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Primary central nervous system diffuse large B-cell lymphoma (PCNS-DLBCL) is an
uncommon non-Hodgkin lymphoma subtype, and its clinical and pathological
characteristics remain unclear. PCNS-DLBCL patient data were retrospectively
evaluated to determine clinical and pathological characteristics and prognostic factors.
Furthermore, prognoses were calculated by Kaplan–Meier and Cox regression models
based on clinical observations. In total, 51 immunocompetent patients were enrolled. The
median age was 55 (range, 16–82) years, and the male-to-female ratio was 3:2.
Headache (n = 19; 37%) and the frontal lobe (n = 16; 31%) were the most common
presenting symptom and location, respectively. The median follow-up was 33 (range, 3–
86) months, and the median overall survival (OS) and progression-free survival (PFS) were
18 months [95% confidence interval (CI), 21.2–34.2] and 15 months (95% CI, 16.9–28.7),
respectively. Ki-67, cluster of differentiation-3, and deep brain involvement were
independent prognostic markers. Moreover, multifocal lesions and deep brain
involvement were unfavorable independent prognostic markers for PFS. This study
indicates that targeted drug development for adverse prognostic factors is possible and
provides guidance for clinical treatment decision-making.

Keywords: primary central nervous system diffuse large B-cell lymphoma, pathological feature, survival rates,
radiological features, molecular marker
Abbreviations: PCNS-DLBCL, primary central nervous system diffuse large B-cell lymphoma; OS, overall survival; PFS,
progression-free survival, EOR, extent of resection; GTR, gross of resection.
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INTRODUCTION

Diffuse large B-cell lymphoma (DLBCL) is the most common
lymphoma subtype, accounting for 30%–40% of adult non-
Hodgkin lymphoma diagnoses. Primary central nervous system
diffuse large B-cell lymphoma (PCNS-DLBCL) is a rare subtype
of B-cell lymphoma (BCL), representing <1% of all non-Hodgkin
lymphomas (1). Moreover, the World Health Organization
(WHO) classifies PCNS-DLBCL as a distinct entity of
hematolymphoid tumors. PCNS-DLBCL mainly occurs among
the elderly, especially those over the age of 60.

Over previous decades, the incidence of primary central nervous
system lymphoma (PCNSL) has increased markedly in
immunocompetent patients for unknown reasons, whereas the
incidence of human immunodeficiency virus (HIV)-associated
PCNSLs has declined, possibly due to the development of highly
active antiretroviral therapies (2, 3). Recently, clinical trials
with DLBCL patients have explored the prognostic effect
and interdependence of the cell-of-origin (COO) classification and
Hans algorithm, dual expression of MYC and BCL-2 proteins, and
MYC, BCL-2, and BCL-6 translocations (4) using complementary
DNA microarrays and immunohistochemical staining with various
markers, including a cluster of differentiation (CD)10, BCL-6, and
multiple myeloma-1/interferon regulatory factor-4 (MUM-1).

Previous studies have identified two DLBCL subtypes using
the Hans algorithm: germinal center B-cell-like (GCB) and non-
GCB (5–8). Many studies have also suggested that the clinical
features of PCNS-DLBCL are particularly relevant. Thus, this
study aimed to confirm the prognostic factors of PCNS-DLBCL
by Kaplan–Meier and Cox regression models.
METHODS

Patients
All patients received surgical treatment between January 2012 and
February 2021. Patients with HIV and immunodeficiency diseases
were excluded. Clinical data were obtained from the medical
records and follow-up, including sex, age, clinical symptoms,
symptom duration, tumor location, laboratory reports, operative
findings, and adjuvant therapy strategy. The PCNS-DLBCL
diagnosis required microscopic and immunohistochemical
evidence and was identified by two experienced neuropathologists
(CD and LD) with no knowledge of the patient’s clinical status. The
same neuropathologists reexamined the tumor samples using the
2007 WHO classification guidelines (8).

Demographic and Clinical Data
Demographic and clinical data were retrospectively collected
from patients’ medical records. The location, number of
lesions, tumor size, and deep brain involvement were evaluated
using magnetic resonance imaging.

Histological Reexamination and
Immunohistochemical Staining
Tissue specimens were fixed in a 10% buffered formaldehyde
solution and embedded in paraffin wax. All specimens were cut
Frontiers in Oncology | www.frontiersin.org 2
into 3-mm-thick sections and stained with hematoxylin and
eosin following the standard protocol. Specimens were also
stained with periodic acid–Schiff with and without diastase,
mucicarmine, and alcian blue (pH 2.5).

Immunohistochemical stainingwas performedusing the Envision
technique with monoclonal antibodies against CD20 (1:200), BCL-2
(1:100), BCL-6 (1:100), C-MYC (1:100), Ki-67 (1:100), CD3 (1:100),
CD10(1:100),andMUM-1(1:100).All antibodieswereobtainedfrom
Proteintech (Wuhan, China). Appropriate positive and negative
controls for each antibody were run in parallel. Two observers
jointly evaluated the immunohistochemical reactions that were
descriptively evaluated according to the cellular compartment and
cellular population expression of protein and used the cutoff values
of > 0% and > 20% of neoplastic cells expressing CD20, BCL-2, BCL-
6, C-MYC, Ki-67, CD3, CD10, and MUM-1 to determine positivity
for thesemarkers. TheMIB-1 labeling indexwas calculated in regions
of maximal activity and expressed as the percentage of stained
nuclear area.

Outcome Data
Follow-up data were obtained from patient records or by
telephone. Progression-free survival (PFS) and overall survival
(OS) were the primary endpoints. The last follow-up day was 8
February 2021. OS was assessed from the first diagnosis date
until the date of the last follow-up or death. PFS was calculated
from the date of the first diagnosis to the date of progression,
relapse, death, or last contact.

Ethics Committee Approval
The surgical procedures and clinical follow-up were conducted
under the guidelines and terms of all relevant local legislation
and received approval from the Lanzhou University Second
Hospital’s ethics committee (number 2021A-524). All patients
signed informed consent before the operation.

Statistical Analyses
Thepotential prognostic factorswere age, sex, lactate dehydrogenase
(LDH) level, tumor size, number of lesions, the extent of resection,
histopathology, immunohistochemistry, and survival rates or
progression rates and analyzed by the Kaplan–Meier method. All
variables with a p-value of <0.10 in the univariate analysis were
included in theCox proportional hazardsmultivariate analysis, used
to further investigate the prognostic factor relationships. The chi-
squared testwas used to compare the survival rate differences among
PCNS-DLBCL patients with and without GCB. Bivariate
associations between survival or recurrence and the prognostic
factors were tested using the log-rank test. All differences were
considered statistically significant at a p-value of <0.05. Statistical
analyses were performed using SPSS for Windows (version 18.0;
IBM SPSS Statistics, IBM Corporation, Armonk, NY, USA).
RESULTS

Supplementary Table S1 and Table 1 summarize patient clinical
information. The study included 30 men and 21 women with a
median age of 55.0 (range, 16–82) years; three patients were aged
July 2022 | Volume 12 | Article 769895
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<18 years upon initial diagnosis. The most common presenting
symptom was headache (n = 19). Other presenting symptoms
included motor symptoms (n = 16), vision loss (n = 12), epilepsy
(n = 3), hemiplegia (n =10, aphasia (n = 10), and cognitive
symptoms (n = 4). The main postoperative complication was
venous thrombosis of the lower extremities.

Table 2 presents the tumor characteristics. At the initial
operation, the tumors occurred in different locations, including
the frontal lobe (n = 16), temporal lobe (n = 9), parietal lobe
(n = 9), occipital lobe (n = 5), ventricular region (n = 10), basal
ganglia and thalamus (n = 4), cerebellopontine angle area (n = 3),
cerebellum (n = 3), brainstem (n = 2), and pineal gland (n = 2).
Notably, the tumor in case number 47 was in the hypothalamus.
There were 17 cases with multifocal lesions and deep brain
involvement, involving important structures such as the lateral
ventricle, basal ganglia, thalamus, and hippocampus
(Figures 1A–H). At the same time, we also found that two
cases were very special; patient 1 is the youngest reported case of
PCNS-DLBCL, and patients 1 and 2 were of great clinical value
and significance in analysis, diagnosis, and differential diagnosis
of PCNS-DLBCL (Figures 2A–D). The tumors ranged from 15
to 150 mm (median, 60 mm) in maximal diameter. In total, 31
(61%) patients underwent gross total resection, and 20 patients
(39%) underwent stereotactic biopsy.

Histology and Immunohistochemistry
We obtained specimens from 51 PCNS-DLBCL patients.
Histopathological examination revealed tumor tissue composed
of lymphoid cells with irregular morphology. The tumor cells
Frontiers in Oncology | www.frontiersin.org 3
displayed abundant eosinophilic cytoplasm, frequent mitoses,
and necrotic foci. Most tumor tissues were accompanied by the
proliferation of small blood vessels. Furthermore, some
lymphoid cells around the blood vessels had apparent
proliferation, forming the “cuff” and “starry sky” phenomena.
Reed–Sternberg cells were also found in a small number of tumor
tissues (Figure 2A). All 51 PCNS-DLBCL patients met the 2007
WHO diagnostic criteria (9).

All 51 PCNS-DLBCL patients were identified in the pathology
database. All were HIV negative and without an immunosuppressive
disease. Furthermore, all patients were strongly positive for CD20
and CD79a, and neoplastic cells expressed pan-B-cell markers, such
as CD20, CD79a, and paired box 5 (i.e., PAX5). Seventy percent (36/
51) stained positively for MUM-1, 73% (37/51) stained positively for
BCL-6, 57% (29/51) stained positively for BCL-2, 31% (16/51)
stained positively for CD10, 49% (25/51) stained positively for
CD3, and 18% (9/51) stained >90% positive for Ki-67. The Hans
algorithm indicated that 32 cases (63%; 32/51) were non-GCB, and
19 (37%; 19/51) were GCB. Finally, 33% (17/51) had BCL-2 and C-
MYC coexpression.

Treatments
All patients had available treatment information. No one received
radiotherapy only as an initial treatment because diagnosing
PCNS-DLBCL based on only imaging data (i.e., without
pathological examination) is very difficult. Moreover, no one
received chemotherapy only as an initial treatment or autologous
stem cell transplantation. Of those who received postoperative
chemotherapy, all received high-dose methotrexate (HD-MTX
≥3.5 g/m2). When their diagnosis was not clear, two patients
(4%) received rituximab, and another two patients received
treatment options included rituximab and cyclophosphamide,
Adria MYC, vincristine, and prednisone (i.e., CHOP)-like
regimens as part of their initial therapy, but when their diagnosis
was established, HD-MTX therapy was performed.

Prognostic Factors and Overall Survival
All patients had sufficient follow-up data for the analysis. The
median follow-up was 33 (range, 3–86) months, and the median
OS was 18.0 months [95% confidence interval (CI), 21.2–34.2].
The 1-, 3-, and 5-year OS probability rates were 75% (95% CI,
71–79), 31% (95% CI, 27–35), and 12% (95% CI, 8–15),
respectively. Table 3 summarizes the independent univariate
analyses performed for each potential prognostic factor. Ki-67
positivity >90% (p = 0.001), CD3 positivity (p = 0.002), tumor
size >5 cm (p = 0.003), less than two lesions (p = 0.029), AB
blood type (p = 0.011), BCL-2 and C-MYC coexpression (p =
0.036), and deep brain involvement (p = 0.017) were significantly
related to a worse OS (Figures 3A, C, D, G, 4A, C). Patients with
gross total resection (GTR) had a greater median OS (32 months;
95% CI, 16.5–47.4) than those with residual tumor after surgery
(30 months; 95% CI, 16.2–43.7; p = 0.292). Cox regression
analyses revealed that Ki-67 and CD3 were independent
prognostic factors for improved OS [Ki-67: p = 0.001, hazard
ratio (HR) = 0.135, 95% CI, 0.045–0.411; CD3: p = 0.004, HR =
3.697; 95% CI, 1.145–11.940].
TABLE 1 | Initial presentations of the 51 PCNS-DLBCL patients at diagnosis.

Presentation n=51 (%)

Headache 19 (37.2%)
Dizziness 17 (33.3%)
Motor symptoms 16 (31.3%)
Visual symptoms 12 (23.5%)
Hemiplegia and aphasia 10 (19.6%)
Incidental 5 (9.8%)
Cognitive symptoms 4 (7.8%)
Epilepsy 4 (7.8%)
Decreased consciousness 3 (5.8%)
Nausea/vomiting 3 (5.8%)
TABLE 2 | Mass location of the 51 PCNS-DLBCL patients (63 lesions) at
diagnosis.

Location n=63 (%)

Frontal lobe 16 (31.4%)
Parietal lobe 9 (17.6%)
Temporal lobe 9 (17.6%)
Occipital lobe 5 (9.8%)
Ventricular region 10 (19.6%)
Basal ganglia and thalamus 4 (7.8%)
Cerebellopontine angle 3 (5.9%)
Cerebellum 3 (5.9%)
Brainstem 2 (3.9%)
Pineal gland 2 (3.9%)
July 2022 | Volume 12 | Article 769895
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Prognostic Factors and Progression-Free
Survival
At the final follow-up, 37 patients experienced progression, defined
as aggravation, recurrence, and death. The median PFS was 17.0
months (95%CI, 13.6–20.4). Progression occurred in 18 of 30male
PCNS-DLBCLpatients and18 of21 femalePCNS-DLBCLpatients.
MenwithPCNS-DLBCLhadan18.7%5-year PFS rate, andwomen
had a rate of 6.8%, but log-rank tests indicated no association
between sex and PFS (p = 0.167). Progression occurred in 26 of 36
PCNS-DLBCL patients younger than 60 and 11 of 15 PCNS-
DLBCL patients over 60. Patients younger than 60 had a 14.4% 5-
year PFS rate, and patients older than 60 had a 22.5% rate, but age
and PFS were also not associated (log-rank test; p = 0.281).

Progression occurred in 7 of 9 (77.7%) PCNS-DLBCL
patients with Ki-67 positivity >90% and 12 of 42 (28.5%) with
Ki-67 positivity <90%. Those with Ki-67 positivity >90% had a
Frontiers in Oncology | www.frontiersin.org 4
0% 5-year PFS rate, and those with Ki-67 positivity <90% had a
19.5% rate. Log-rank tests indicated a significant relationship
between Ki-67 and PFS (p = 0.001).

Progression occurred in 8 of 25 (32%) PCNS-DLBCL patients
with CD3 positivity and 6 of 26 (23%) with CD3 negativity. CD3-
positive patients had a 30% 5-year PFS rate, but CD3-negative
patients had a 0% rate; CD3 and PFS were significantly
associated (log-rank test; p = 0.007).

Progression occurred in 10 of 34 (29.4%) PCNS-DLBCL
patients with less than two lesions and 4 of 17 patients (23.5%)
with more than two lesions. Patients with less than two lesions
had a 19% 5-year PFS rate, and patients with more than two
lesions had a 0% rate; the lesion number and PFS were
significantly associated (log-rank test; p = 0.024).

Progression occurred in 8 of 31 (25.8%) PCNS-DLBCL
patients receiving GTR and 6 of 20 (30.0%) patients receiving
A B

D E F

G IH

C

FIGURE 1 | Case 1, male, 16 years old. (A, B) MRI-enhanced images showed homogeneous enhancement of tumors in the dorsal side of the brainstem, around
the fourth ventricle, and in the pineal region. (C) Postoperative MRI showed gross total resection of brainstem lesions. (D, E) Case 2, female, 52 years old. Sagittal-
enhanced images showed significantly enhanced tumor masses in the left parietal lobe. (F) The tumor was totally resected. (G, H) Case 38, female, 48 years old,
right cerebellar hemisphere aera displayed homogeneous enhancement. (I) Postoperative MRI revealed surgery combined with radiotherapy and chemotherapy
obtained a good therapeutic effect.
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partial excision. Patients with GTR had a 20.3% 5-year PFS rate,
and patients receiving partial excision had a 5% rate.
Importantly, PCNS-DLBCL patients with BCL-2 and C-MYC
coexpression had a 0% 5-year PFS rate, whereas patients with
BCL or C-MYC expression had a 20% rate. Ki-67 positivity >90%
(p = 0.001), CD3 positivity (p = 0.007), two or more lesions (p =
0.024), BCL-2 and C-MYC coexpression (p = 0.019), partial
excision (p = 0.051), and deep brain involvement (p = 0.004)
were significantly associated with worse PFS (Figures 3B, E, F,
H, 4B, D). Table 4 summarizes the other factors.
DISCUSSION

The fifth edition of the WHO Classification of Tumors of the
Central Nervous System (CNS), published in 2021, has
emphasized molecular diagnostics for CNS tumor classification
(10). This study investigated the role of clinicopathological
features and molecular diagnostic factors in predicting patient
prognosis. We found seven prognostic factors that significantly
Frontiers in Oncology | www.frontiersin.org 5
correlated with OS and six that significantly related to PFS. We
also found that BCL-2 and C-MYC coexpression can act as a
hazard factor of PCNS-DLBCL, and smaller tumors had
shortened survival times. Deep tumor involvement or
multifocal lesions were also significantly associated with OS
and PFS, and CD3 was related to good PCNS-DLBCL
outcomes as a T-cell marker. Together, these results suggest
that molecular pathological diagnosis may play a vital role in the
prognosis of PCNS-DLBCL patients.

In our study, more PCNS-DLBCL patients were <60 years
old, contrary to a previous study (11) that reported a median age
at PCNSL diagnosis of 66 years. Occurrence in children is very
rare. However, in our series, one patient (1/51) was younger than
18 years old upon initial diagnosis, and the age of 16 was the
youngest case of PCNS-DLBCL found in China.

In our study, the smaller the tumor, the shorter the survival
time. It is possible that the tumor tissue was deep, which may
destroy the deep brain conduction bundle, leading to a
considerably shorter survival time and higher recurrence risk.
At the same time, deep brain involvement was an independent
A

B

D

E

C

FIGURE 2 | (A) HE staining pictures of patients 1 and 2. The above two pictures show patient 1; the bottom two pictures show patient 2 (left: 10×10, right: 10×40).
(B) Histopathological examination of the bone marrow of patients 1 and 2: the above two pictures showed patient 1; the bottom two picture showed patient 2.
(C, D) Chromosome karyotype analysis of the two patients. (E) Flow cytometry analysis showed that lymphocytes accounted for 9.5% of nuclear cells, and the
proportion decreased in patient 1. The proportion of B lymphocytes increased. However, no obvious light chain restriction was found. Primitive region cells account
for about 0.5% of nuclear cells.
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risk factor in multivariate analysis, but another study reported no
difference in deep brain involvement between patients with and
without recurrence (12). It is generally believed that PCNS-
DLBCL is highly sensitive to chemotherapy and radiotherapy,
and surgical treatment is limited to diagnostic biopsies. However,
in our study, the extent of resection may correlate with PFS.
Technical advances in neurosurgery have increased the safety of
PCNSL surgical resections (13, 14). Therefore, we propose
reconsidering tumor removal to treat a single lesion amenable
to resection.

The GCB-like DLBCL subtype has a better prognosis than the
activated B-cell-like subtype (15, 16). It is well known that
PCNS-DLBCL has a variety of molecular characteristics, and
the primary factors closely related to prognosis are BCL-2/MYC
double expression, BCL-2/C-MYC double aberrations (17), and
BCL-6 rearrangements, which are often recognized using
cytogenetic fluorescence in situ hybridization (FISH) studies
Frontiers in Oncology | www.frontiersin.org 6
(18). C-MYC/BCL-2 double-hit lymphoma has been
recognized as a chromosomal break involving MYC and BCL-
2, which is very rare, representing 3% of all DLBCL cases (19). In
our series, 33% (17/51) of patients had C-MYC/BCL-2
coexpression, and coexpression was correlated with OS and
PFS. C-MYC and BCL-2 have also been associated with
resistance, a poor response to therapy, and a worse survival
rate in PCNS-DLBCL patients (16, 20). We also found C-MYC/
BCL-2 as a new predictive factor, correlating with survival time
and occurrence independent of the COO subtype and Hans
algorithm. In our study, 53% of cases had C-MYC expression,
which was significantly lower than that reported by Gill et al.
(73%) (21) and Brunn et al. (92%) (22). Additionally, the MYC
FISH study provided crucial information for differentiating
PCNS-DLBCL from other lymphoma subtypes. As a result,
FISH staining should be performed as soon as possible to
observe chromosomal site mutations (18).
TABLE 3 | Univariate and multivariate analyses of risk factors for overall survival.

Prognostic factor Univariate analysis Multivariate analysis

No (%n=51) p-value (log-rank test) p-value (cox regression) Relative risk (95% CI)

Gender Female 21 (41.2%) 0.297
Male 30 (58.8%)

Age ≥60 15 (29.4%) 0.362
<60 36 (70.6%)

Ki-67 ≥90% 9 (17.6%) <0.001 0.001 0.176 (0.061–0.505)
<90% 42 (82.4%)

Bcl-2 Positive 29 (56.8%) 0.538
Negative 22 (43.2%)

C-myc Positive 28 (54.9%) 0.203
Negative 23 (45.1%)

Bcl-6 Positive 37 (72.5%) 0.456
Negative 14 (27.5%)

MUM-1 Positive 36 (70.5%) 0.292
Negative 15 (29.5%)

CD3 Positive 25 (49.1%) 0.002 0.004 3.490 (1.498–8.831)
Negative 26 (50.9%)

CD10 Positive 16 (31.3%) 0.817
Negative 35 (68.7%)

HANS GCB 19 (37.2%) 0.955
NGCB 32 (62.8%)

Size ≤2cm 4 (7.8%) 0.003 0.069 0.356 (0.139–0.910)
2–5cm 38 (74.5%)
>5cm 9 (17.7%)

Number of lesions 1 34 (66.6%) 0.029 0.255 1.496 (0.449–4.981)
≥2 17 (33.4%)

EOR GTR 31 (60.7%) 0.391 0.705 1.377 (0.458–4.135)
PR 20 (39.3%)

Blood type A+ 17 (33.3%) 0.011 0.298 1.071 (0.721–1.592)
B+ 19 (37.2%)
AB+ 5 (9.8%)
O+ 10 (19.7%)

LDH ≤215U/L 36 (70.5%) 0.839
>215U/L 36 (29.5%)

BCL-2 and C-myc co-expression 17 (33.3%) 0.036 0.626 0.642 (0.108–3.816)
one-expression 34 (66.6%)

KPS score >70 31(60.8%) 0.988
≤70 20(39.2%)

Deep brain involment present 20 (39.2%) 0.017 0.090 0.560 (0.152–2.061)
absent 31 (60.8%)
July 2022 | Volu
GCB, germinal center B cell; LDH, lactate dehydrogenase, EOR, extent of resection; GTR, gross total resection; PR, partial resection.
me 12 | Article 769895

https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Qi et al. Retrospective Clinical Research in PCNS-DLBCL
Although some studies determined that MUM-1, CD10, and
BCL-6 were favorable prognostic markers (23), other studies and
ours did not find a correlation between these factors and
prognosis (24, 25). As a T-cell marker, CD3-positive PCNS-
DLBCL is very rare. In our cohort study, we found that CD3
positivity was associated with a significantly better median OS
than CD3 negativity in univariate and multivariate analyses.
Interestingly, blood type was a prognostic factor for OS in the
univariate analysis. Thus, we are the first to demonstrate that
blood types significantly correlate with the prognosis of PCNS-
DLBCL. In our study, the AB blood type was the least
represented, and type AB patients had the worst prognosis,
which deserves further investigation. Multivariate analysis
identified Ki-67 and CD3 as independent prognostic factors for
survival time. Moreover, Ki-67, CD3, and deep brain
involvement were independent prognostic factors for PFS.
Frontiers in Oncology | www.frontiersin.org 7
Limitations
There are some limitations to this study. First, our study was a
retrospective study; therefore, potential bias is inevitable.
Second, the median follow-up time was not sufficiently
long, <3 years in several cases. Third, the postoperative
imaging data were not complete. Moreover, the small cohort
in this study might not be well suited to an assessment of our
treatment policy.
CONCLUSION

This retrospective study spanned 9 years and analyzed the
demographic and clinicopathological features of PCNS-
DLBCL patients.
A B

D E F

G IH

C

FIGURE 3 | Kaplan–Meier overall survival curve stratified by various risk factors. (A) OS in patients with BCL-2 and C-myc coexpression (red line) or one expression
(blue line). (B) PFS in patients with positive C-myc combined with positive Bcl-2 (red line) or the other conditions (blue line). (C) OS in patients with different blood
types, there was a significant difference in OS between different blood types. (D, E) OS/PFS in patients with positive CD3 (red line) or negative CD3(blue line).
(F) PFS in patients with GTR (red line) and PR (blue line). (G, H) OS/PFS in patients with Ki-67 >90% (red line) or Ki-67 <90% (blue line). (I) OS in patients with
different tumor size. PFS, progression-free survival; OS, overall survival.
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TABLE 4 | Univariate and multivariate analyses of risk factors for progression-free survival.

Prognostic factor Univariate analysis Multivariate analysis

No (%n=51) p-value (log-rank test) p-value (Cox regression) Relative risk (95% CI)

Gender Female 21 (41.2%) 0.167
Male 30 (58.8%)

Age ≥60 years 15 (29.4%) 0.281
<60 years 36 (70.6%)

Ki-67 ≥90% 9 (17.6%) 0.001 0.005 0.256 (0.100–0.657)
<90% 42 (82.4%)

Bcl-2 Positive 29 (56.8%) 0.858
Negative 22 (43.2%)

C-myc Positive 28 (54.9%) 0.187
Negative 23 (45.1%)

Bcl-6 Positive 37 (72.5%) 0.958
Negative 14 (27.5%)

MUM-1 Positive 36 (70.5%) 0.097 0.441 0.925 (0.308–2.782)
Negative 15 (29.5%)

CD3 Positive 25 (49.1%) 0.007 0.009 2.591 (0.923–7.271)
Negative 26 (50.9%)

CD10 Positive 16 (31.3%) 0.548
Negative 35 (68.7%)

HANS GCB 19 (37.2%) 0.298
NGCB 32 (62.8%)

Size ≤2cm 4 (7.8%) 0.086 0.442 0.765 (0.312–1.873)
2~5cm 38 (74.5%)
>5cm 9 (17.7%)

Number of lesions 1 34 (66.6%) 0.024
≥2 17 (33.4%)

EOR GTR 31 (60.7%) 0.051 0.088 1.926 (0.751–4.942)
PR 20 (39.3%)

Blood type A+ 17 (33.3%) 0.283
B+ 19 (37.2%)
AB+ 5 (9.8%)
0+ 10 (19.7%)

LDH level ≤215U/L 36 (70.5%) 0.929
>215U/L 15 (29.5%)

BCL-2 and C-myc Coexpression 17 (33.3%) 0.019 0.532 0.620 (0.133–2.898)
One expression 34 (66.6%)

KPS score >70 31(60.8%) 0.543
≤70 20(39.2%)

Deep brain involment Present 20 (33.3%) 0.004 0.008 0.373 (0.179–0.775)
Absent 31 (66.7%)
Frontiers in Oncology | www
.frontiersin.org
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GCB, germinal center B cell; LDH, lactate dehydrogenase, EOR, extent of resection; GTR, gross total resection; PR, partial resection.
FIGURE 4 | Kaplan–Meier overall survival curve stratified by various risk factors. (A, B) OS and PFS in patients with deep brain involvement (red line) or absent deep
brain involvement (blue line). (C, D) OS/PFS in patients with multifocal lesions (red line) or one lesion (blue line).
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For OS, CD3 positivity was an independent favorable
prognostic factor, and Ki-67 positivity>0%, tumor size <2 cm,
multifocal lesions, BCL-2 and C-MYC coexpression, and deep
brain involvement were independent adverse prognostic factors.

For PFS, the extent of resection was an important prognostic
factor. Therefore, we recommend GTR for a single lesion.
Furthermore, Ki-67 positivity>0%, multifocal lesions, BCL-2
and C-MYC coexpression, and deep brain involvement were
independent adverse prognostic factors. The diagnosis and
differential diagnosis of PCNS-DLBCL are very difficult.
Therefore, it is important to diagnose PCNS-DLBCL based on
molecular characteristics and FISH staining. Furthermore, early
postoperative chemotherapy and radiotherapy may play a vital
role in preventing recurrence.
DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in
the article/Supplementary Material. Further inquiries can be
directed to the corresponding authors.
ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by the Lanzhou University Second Hospital’s ethics
committee. Written informed consent to participate in this study
was provided by the participants’ legal guardian/next of kin.
Written informed consent was obtained from the minor(s)’ legal
guardian/next of kin for the publication of any potentially
identifiable images or data included in this article.
Frontiers in Oncology | www.frontiersin.org 9
AUTHOR CONTRIBUTIONS

Conception and design: ZQ. Acquisition of data: all authors.
Analysis and interpretation of data: ZQ and YZ. Drafting the
article: ZQ, LD, GY, JL, YP, and YZ. Critically revising the article:
YZ. Reviewed submitted version of manuscript: ZQ and YZ.
Approved the final version of the manuscript on behalf of all
authors: YZ. Statistical analysis: ZQ. Study supervision: YZ. All
authors contributed to the article and approved the
submitted version.
FUNDING

This work was supported by the National Natural Science
Foundation of China (81771297), Research Innovation Group
Project of Gansu Province (21JR7RA432), and Gansu Province
Health Industry Research Project (GSWSKY2018-01).
ACKNOWLEDGMENTS

We thank Professor Chi Dong and Professor Li Dong for
providing patient information.
SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online
at: https://www.frontiersin.org/articles/10.3389/fonc.2022.
769895/full#supplementary-material

Supplementary Table S1 | Clinicopathological features of 51 primary PCNS-
DLBCL cases.
REFERENCES

1. Schlegel U. Primary CNS Lymphoma. Ther Adv Neurol Disord (2009) 2
(2):93–104. doi: 10.1177/1756285608101222

2. Corn B, Marcus S, Topham A, Hauck W, Curran W. Will Primary Central
Nervous System Lymphoma be the Most Frequent Brain Tumor Diagnosed in
the Year 2000? Cancer (1997) 79(12):2409–13. doi: 10.1002/(SICI)1097-0142
(19970615)79:12<2409::AID-CNCR17>3.0.CO;2-V

3. Kadan-Lottick N, Skluzacek M, Gurney J. Decreasing Incidence Rates of
Primary Central Nervous System Lymphoma. Cancer (2002) 95(1):193–202.
doi: 10.1002/cncr.10643

4. Staiger A, Ziepert M, Horn H, Scott D, Barth T, Bernd H, et al. Clinical Impact
of the Cell-Of-Origin Classification and the MYC/ BCL2 Dual Expresser
Status in Diffuse Large B-Cell Lymphoma Treated Within Prospective
Clinical Trials of the German High-Grade Non-Hodgkin's Lymphoma
Study Group. J Clin Oncol (2017) 35(22):2515–26. doi: 10.1200/
JCO.2016.70.3660

5. Myklebust J, Brody J, Kohrt H, Kolstad A, Czerwinski D, Wälchli S, et al.
Distinct Patterns of B-Cell Receptor Signaling in non-Hodgkin Lymphomas
Identified by Single-Cell Profiling. Blood (2017) 129(6):759–70. doi: 10.1182/
blood-2016-05-718494

6. Kurtz D, Scherer F, Jin M, Soo J, Craig A, Esfahani M, et al. Circulating Tumor
DNA Measurements As Early Outcome Predictors in Diffuse Large B-Cell
Lymphoma. J Clin Oncol (2018) 36(28):2845–53. doi: 10.1200/
JCO.2018.78.5246

7. Merdan S, Subramanian K, Ayer T, Van Weyenbergh J, Chang A, Koff J, et al.
Gene Expression Profiling-Based Risk Prediction and Profiles of Immune
Infiltration in Diffuse Large B-Cell Lymphoma. Blood Cancer J (2021) 11(1):2.
doi: 10.1038/s41408-020-00404-0

8. Hans C, Weisenburger D, Greiner T, Gascoyne R, Delabie J, Ott G, et al.
Confirmation of the Molecular Classification of Diffuse Large B-Cell
Lymphoma by Immunohistochemistry Using a Tissue Microarray. Blood
(2004) 103(1):275–82. doi: 10.1182/blood-2003-05-1545

9. Grimm K, O'Malley D. Aggressive B Cell Lymphomas in the 2017 Revised
WHO Classification of Tumors of Hematopoietic and Lymphoid Tissues.
Ann Diagn Pathol (2019) 38:6–10. doi: 10.1016/j.anndiagpath.
2018.09.014

10. Louis DN, Perry A, Wesseling P, Brat DJ, Cree IA, Figarella-Branger D, et al.
The 2021 WHO Classification of Tumors of the Central Nervous System: A
Summary. Neuro Oncol (2021) 23(8):1231–51. doi: 10.1093/neuonc/noab106

11. Grommes C, DeAngelis LM. Primary CNS Lymphoma. J Clin Oncol (2017) 35
(21):2410–8. doi: 10.1200/JCO.2017.72.7602

12. Yuan X, Huang Y, Yu T, Xu Y, Liang Y, Zhang X, et al. Primary Central
Nervous System Lymphoma in China: A Single-Center Retrospective Analysis
of 167 Cases. Ann Hematol (2020) 99(1):93–104. doi: 10.1007/s00277-019-
03821-9
July 2022 | Volume 12 | Article 769895

https://www.frontiersin.org/articles/10.3389/fonc.2022.769895/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fonc.2022.769895/full#supplementary-material
https://doi.org/10.1177/1756285608101222
https://doi.org/10.1002/(SICI)1097-0142(19970615)79:12%3C2409::AID-CNCR17%3E3.0.CO;2-V
https://doi.org/10.1002/(SICI)1097-0142(19970615)79:12%3C2409::AID-CNCR17%3E3.0.CO;2-V
https://doi.org/10.1002/cncr.10643
https://doi.org/10.1200/JCO.2016.70.3660
https://doi.org/10.1200/JCO.2016.70.3660
https://doi.org/10.1182/blood-2016-05-718494
https://doi.org/10.1182/blood-2016-05-718494
https://doi.org/10.1200/JCO.2018.78.5246
https://doi.org/10.1200/JCO.2018.78.5246
https://doi.org/10.1038/s41408-020-00404-0
https://doi.org/10.1182/blood-2003-05-1545
https://doi.org/10.1016/j.anndiagpath.2018.09.014
https://doi.org/10.1016/j.anndiagpath.2018.09.014
https://doi.org/10.1093/neuonc/noab106
https://doi.org/10.1200/JCO.2017.72.7602
https://doi.org/10.1007/s00277-019-03821-9
https://doi.org/10.1007/s00277-019-03821-9
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Qi et al. Retrospective Clinical Research in PCNS-DLBCL
13. Cloney MB, Sonabend AM, Yun J, Yang J, Iwamoto F, Singh S, et al. The
Safety of Resection for Primary Central Nervous System Lymphoma: A Single
Institution Retrospective Analysis. J Neurooncol (2017) 132(1):189–97. doi:
10.1007/s11060-016-2358-8

14. Yun J, Yang J, Cloney M, Mehta A, Singh S, Iwamoto FM, et al. Assessing the
Safety of Craniotomy for Resection of Primary Central Nervous System
Lymphoma: A Nationwide Inpatient Sample Analysis. Front Neurol (2017)
8:478. doi: 10.3389/fneur.2017.00478

15. Alizadeh AA, Eisen MB, Davis RE, Ma C, Lossos IS, Rosenwald A, et al.
Distinct Types of Diffuse Large B-Cell Lymphoma Identified by Gene
Expression Profiling.Nature (2000) 403(6769):503–11. doi: 10.1038/35000501

16. Rosenwald A, Wright G, Chan WC, Connors JM, Campo E, Fisher RI, et al.
The Use of Molecular Profiling to Predict Survival After Chemotherapy for
Diffuse Large-B-Cell Lymphoma. N Engl J Med (2002) 346(25):1937–47. doi:
10.1056/NEJMoa012914

17. Yin W, Xia X, Wu M, Yang H, Zhu X, Sun W, et al. The Impact of BCL-2/
MYC Protein Expression and Gene Abnormality on Primary Central Nervous
System Diffuse Large B-Cell Lymphoma. Int J Clin Exp Pathol (2019) 12
(6):2215–23.

18. Swerdlow S. Diagnosis of 'Double Hit' Diffuse Large B-Cell Lymphoma and B-
Cell Lymphoma, Unclassifiable, With Features Intermediate Between DLBCL
and Burkitt Lymphoma: When and How, FISH Versus IHC. Hematol Am Soc
Hematol Educ Program (2014) 2014(1):90–9. doi: 10.1182/asheducation-
2014.1.90

19. Hu S, Xu-Monette ZY, Tzankov A, Green T, Wu L, Balasubramanyam A, et al.
MYC/BCL2 Protein Coexpression Contributes to the Inferior Survival of
Activated B-Cell Subtype of Diffuse Large B-Cell Lymphoma and
Demonstrates High-Risk Gene Expression Signatures: A Report From The
International DLBCL Rituximab-CHOP Consortium Program. Blood (2013)
121(20):4021–31. doi: 10.1182/blood-2012-10-460063

20. Akyurek N, Uner A, Benekli M, Barista I. Prognostic Significance of MYC,
BCL2, and BCL6 Rearrangements in Patients With Diffuse Large B-Cell
Lymphoma Treated With Cyclophosphamide, Doxorubicin, Vincristine,
and Prednisone Plus Rituximab. Cancer (2012) 118(17):4173–83. doi:
10.1002/cncr.27396

21. Gill KZ, Iwamoto F, Allen A, Hoehn D, Murty VV, Alobeid B, et al. MYC
Protein Expression in Primary Diffuse Large B-Cell Lymphoma of the Central
Frontiers in Oncology | www.frontiersin.org 10
Nervous System. PLoS One (2014) 9(12):e114398. doi: 10.1371/
journal.pone.0114398

22. Brunn A, Nagel I, Montesinos-Rongen M, Klapper W, Vater I, Paulus W, et al.
Frequent Triple-Hit Expression of MYC, BCL2, and BCL6 in Primary
Lymphoma of the Central Nervous System and Absence of a Favorable
MYC(low)BCL2 (Low) Subgroup may Underlie the Inferior Prognosis as
Compared to Systemic Diffuse Large B Cell Lymphomas. Acta Neuropathol
(2013) 126(4):603–5. doi: 10.1007/s00401-013-1169-7

23. Levy O, Deangelis LM, Filippa DA, Panageas KS, Abrey LE. Bcl-6 Predicts
Improved Prognosis in Primary Central Nervous System Lymphoma. Cancer
(2008) 112(1):151–6. doi: 10.1002/cncr.23149

24. Liu J, Wang Y, Liu Y, Liu Z, Cui Q, Ji N, et al. Immunohistochemical Profile
and Prognostic Significance in Primary Central Nervous System Lymphoma:
Analysis of 89 Cases. Oncol Lett (2017) 14(5):5505–12. doi: 10.3892/
ol.2017.6893

25. Raoux D, Duband S, Forest F, Trombert B, Chambonnière ML, Dumollard JM,
et al. PrimaryCentralNervous SystemLymphoma: ImmunohistochemicalProfile
and Prognostic Significance. Neuropathology (2010) 30(3):232–40. doi: 10.1111/
j.1440-1789.2009.01074.x

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Qi, Duan, Yuan, Liu, Li, Li, Yu, Xu,Ma, Pan and Zhang. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply with
these terms.
July 2022 | Volume 12 | Article 769895

https://doi.org/10.1007/s11060-016-2358-8
https://doi.org/10.3389/fneur.2017.00478
https://doi.org/10.1038/35000501
https://doi.org/10.1056/NEJMoa012914
https://doi.org/10.1182/asheducation-2014.1.90
https://doi.org/10.1182/asheducation-2014.1.90
https://doi.org/10.1182/blood-2012-10-460063
https://doi.org/10.1002/cncr.27396
https://doi.org/10.1371/journal.pone.0114398
https://doi.org/10.1371/journal.pone.0114398
https://doi.org/10.1007/s00401-013-1169-7
https://doi.org/10.1002/cncr.23149
https://doi.org/10.3892/ol.2017.6893
https://doi.org/10.3892/ol.2017.6893
https://doi.org/10.1111/j.1440-1789.2009.01074.x
https://doi.org/10.1111/j.1440-1789.2009.01074.x
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles

	Clinical Impact of the Histopathological Index and Neuroimaging Features Status in Primary Central Nervous System Diffuse Large B-Cell Lymphoma: A Single-Center Retrospective Analysis of 51 Cases
	Introduction
	Methods
	Patients
	Demographic and Clinical Data
	Histological Reexamination and Immunohistochemical Staining
	Outcome Data
	Ethics Committee Approval
	Statistical Analyses

	Results
	Histology and Immunohistochemistry
	Treatments
	Prognostic Factors and Overall Survival
	Prognostic Factors and Progression-Free Survival

	Discussion
	Limitations

	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


